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The purpose of this publication is to provide a general description of how a
grant is awarded and administered. Although the discussion relates to the
National Cancer Institute (NCI), the grants process is similar within the
other National Institutes of Health (NIH) awarding components. We hope
that this information will provide a starting point to understanding the
overall grant application and award process.

Since its modest beginnings in a one-room lab in the late 1800s and its
official establishment in 1930, through its current status including 27
Institutes and Centers, the NIH has continuously worked as a partner with
the research community in order to improve the health and quality of
life for individuals around the world. In 1937, “Conquer Cancer” was the
battle cry of the Public Health Service, which resulted in the establishment
of the NIH’s first Institute, the NCI. Since then, advances gained through
cancer initiatives have helped to prevent, diagnose, and treat cancer among
millions of people. Today, the NCI Director’s challenge to the nation is “to
eliminate the suffering and death due to cancer by 2015.”



Advances in cancer research have translated through the years into progress
for other serious diseases, as well. In honor of the advances in cancer
research in the last 100 years, a special section follows the table of contents
in this year’s publication of Everything You Wanted to Know About the NCI
Grants Process but Were Afraid to Ask.

The organization of this publication represents a concise progression of the
NCI grants process and administration.

CHAPTER 1 * Overview: the Grants Process
Provides an introduction to how we, in the Grants Administration
Branch, view our role in this very important collaborative
venture, including a snapshot of the NCI as an organization and
a brief overview of the legal underpinnings of grants.

* Allocation of Grant Funding
Provides a brief budget overview and a funding allocation
example to help illustrate various nuances of the NCI grants
process.

CHAPTER 3 ¢ Review and Administration
Charts the path of a grant application from development, receipt,
and assignment through the peer review process, NCI funding
determinations, award negotiation and issuance, and finally,
post-award administration.

CHAPTER 4 » Funding Mechanisms
Provides descriptions of the application types and budget
mechanisms prevalent within the NCI.

CHAPTER 5 * Cross-Cutting Public Policies
Summarizes some of the requirements that apply to grants
management.

CHAPTER 6 « References and Resources
Lists contacts and materials that are helpful with regard to the
general approach taken in the NCI grants process.

CHAPTER 7 * Glossary
Lists definitions of terms and phrases most commonly used in
the award and administration of NIH grants.

CHAPTER 8 » Exhibits
Provides samples of significant documents used in the grants
process.




It is a pleasure to acknowledge the staff of the NCI and the NIH whose
contributions made this publication possible.

For additional information concerning the subject matter in this publication,
the staff of the NCI Grants Administration Branch are pleased to answer any
inquiries. This publication, along with other general information regarding
the NCI's Grants Administration Branch, can be found at:

http://www3.cancer.gov/admin/gab/index.htm.

In an effort to constantly improve the content and format of this publication,
we welcome your comments via the Feedback section of this website.

Thank you,

Loe F Buocter %

Leo F. Buscher Jr.

Chief Grants Management Officer
National Cancer Institute

(301) 496-7753
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BN 100+ YEARS OF ADVANCES IN THE FIGHT AGAINST CANCER

1898 The first cancer research laboratory was established,
Gratwick Laboratories (Roswell Park Memorial Institute).

1903 Radium found effective in treatment of tumors.
1911 P Rous discovered a virus that causes cancer in chickens.

1912 Cancer cells were grown in the laboratory and considered
the first long-term “tissue culture.”

1913 The Ladies’ Home Journal published the first known article
on cancer’s warning signs.

1915 Coal tar gave rabbits cancer in experimental proof of
carcinogenesis.

1930 The National Institutes of Health was established by the
Ransdell Act.

1937 The National Cancer Institute Act was established on July 23,
1937, providing funding for the NIH’s first Institute, the NCI.

4 On November 27, the first NCI grant was awarded for
$27,550 to Louis E Fieser to investigate chemical structure
and carcinogenic activity.

I TETX NCI BUDGET: $400,000

Left: June 6, 1938-
Members of the first
National Advisory
Cancer Council at
the groundbreaking
ceremonies for the

NCI building.

Right: 1939-The
National Cancer
Institute’s first home,
“Building 6.”

I U7 T T7TX NCI APPROPRIATIONS: $42 MILLION

2 1940 First issue of the Journal of the National Cancer Institute was
published.



Left: October 31,
1940-President
Franklin Roosevelt
dedicated the first
six buildings of the
NIH.

Right: Life magazine,
June 17, 1940-NCl’s
first Scientific Staff
review.

1943 The Pap smear was introduced into medical practice.

1944 DNA found by O. Avery, C. MacLeod, and M. McCarty
determined to be basic cell material.

1947 S. Farber found that a folic acid derivative inhibits acute
leukemia.

1948 G. Hitchings synthesized 6-Mercaptopurine (6-MP) to
combat childhood leukemia.

1949 The FDA approved Nitrogen Mustard (Methclorethanine), a
drug that interacts with DNA chemically to kill cancer cells.

I TS T7X NCI APPROPRIATIONS: $330 MILLION

1950 E. Wynder, E. Graham, and Sir R. Doll confirmed cigarette
smoking-cancer link.

1952 DNA found to be genetic material in some viruses.
1953 FDA approved Methotrexate as an anticancer drug.
4 J. Watson and F. Crick discovered the structure of DNA.

1955 The National Chemotherapy Program began.

I 7T S TTTX NCI APPROPRIATIONS: $1.8 BILLION

1960 Chromosome abnormality was first associated with
leukemias.

1961 M. Nirenberg and others proved triplet code governs DNA
action.



1962

1964

1966
1969

The Royal College of Physicians issued a report on smoking
and health.

The U.S. Surgeon General issued the Report on Smoking and
Health.

4 A virus (Epstein-Barr Virus) was linked to human cancer for
the first time.

4 The American Society of Clinical Oncology was established.

4 FDA approved:
5-FU.

Vinblastine, a drug that binds to tubulin and is
derived from the ornamental shrub Vinca rosea.

Vincristine, a sister drug to Vinblastine.
Melphalan (L-PAM).

The NCI standardized testing of cancer-causing chemicals.

R. Heubner and G. Todano proposed the oncogene hypothesis.

IR (75 (74 M NCI APPROPRIATIONS: $6.1 BILLION

1970

1971

1973

1974

H. Temin and D. Baltimore
discovered reverse transcriptase
enzymes, a key to gene engineering.

President Richard M. Nixon
converted the Army’s former
biological warfare facilities at

Ft. Detrick, Maryland, to house
research activities on the causes,
treatment, and prevention of cancer.

Computed tomography (CT) was
introduced in the United States.

. . December 23, 1971 -
4 Recombinant DNA techniques President Nixon signed the

were developed for cloning genes. National Cancer Act of 1971

4 The Surveillance, Epidemiology, and End Results (SEER)
program was established.

CANCERLINE, a national database of published cancer
research, was established.



1974

1975

1976

1977

1978

FDA approved doxorubicin, an antitumor antibiotic from
the streptomyces bacterium.

Methods were developed to identify and sequence DNA
fragments.

The Cancer Information Service (1-800-4-CANCER) opened.
4 Interleukin-2 was discovered.
4 The first human proto-oncogenes were discovered.

The first national cancer patient education program was
founded (I Can Cope).

First human testing of a biological
therapy (alpha-interferon).

4 Tamoxifen was approved by the
FDA for marketing as a treatment
drug.

4 FDA approved Cisplatin, a
powerful anticancer drug.

4 Metastatic cells were shown to
arise from preexisting sub-
populations of primary tumors.

1979 p53 was discovered, the most frequently mutated gene in

human cancer.

4 The modified radical mastectomy replaced radical
mastectomy for breast cancer treatment.

4 1970s additional advances:

Studies in human populations linked cancer risk to
infectious agents, such as human papillomavirus
(cervical cancer) and hepatitis B (liver cancer).

Statistical methods developed to simultaneously
control several factors in the analysis of studies and
to quantify cancer risks.

Studies clarified the patterns of cancer risk following
exposure to ionizing radiation.

Studies linked cancer risks to hormonal drugs, such
as diethylstilbestrol (DES) taken during pregnancy
and hormone replacement therapy.



IS TS TTTE NCI APPROPRIATIONS: $12 BILLION

1981 Introduction of the first human viral vaccine that can
prevent cancer (hepatitis B virus vaccine for liver cancer).

1985 Lumpectomy plus radiation was found equivalent to
mastectomy for breast cancer.

1986 The first tumor-suppressor gene was cloned (Rb).

1988 Adjuvant chemotherapy was proven to increase disease-free
survival in early-stage breast cancer patients.

1989 Adjuvant chemotherapy was proven to increase survival in
colon cancer patients.

1980s additional advances:

The flexible sigmoidoscopy and colonoscopy were
developed to help find and remove precancerous
growths.

Continuous pain medication infusion pumps were
developed.

The first highly effective antinausea drugs were
developed to alleviate side effects of chemotherapy.

Biochemical and genetic assays were integrated into
epidemiologic studies (molecular epidemiology).

IS TTTSTTIE NCI APPROPRIATIONS: $21.8 BILLION

1990 First chemoprevention trial to show efficacy—Vitamin A
analogue against mouth and throat tumors.

1991 Adjuvant radiation and chemotherapy found to improve
survival in rectal cancer.

Left: Radiation
Treatment

Right: MRI (Magnetic
Resonance Imaging)
introduced.




1993 First of the hereditary non-polyposis colon cancer genes
was cloned.

1994 BRCALI, the first inherited breast cancer gene, was cloned.

FDA approvals:
* Tretonoin, the first successful differentiating agent.

e Porfimer sodium, a drug that sensitizes tumors to light,
permitting photodynamic therapy in the U.S.

* Topecan, first of a class of drugs that interferes with the
enzyme topoisomerase.

* Rituximab, first biotechnology product approved by FDA to
treat patients with cancer.

* Trastuzumab (Herceptin), targets
cancer cells that produce a
protein found in high numbers
of women with metastatic breast
cancer.

1990s studies and trials:

* Breast Cancer Prevention Trial
began, testing tamoxifen as a
preventive agent in women at
increased risk for the disease.
In 1998, results found that
tamoxifen reduced the chances
of women at risk of developing breast cancer by half.

* NCI-sponsored studies in China showed the importance of
nutrition in preventing cancer.

* Prostate Cancer Prevention Trial began in 1993, testing
finasteride, a drug used to reduce symptoms of prostate
enlargement.

* The Prostate, Lung, Colorectal, and Ovarian Cancer
Screening Trial began recruiting 148,000 volunteers (the
largest early-detection study).

* The Cancer Genome Anatomy Project was launched—
a multiyear project to assemble the first index of genes
involved in cancer.



1990s additional advances:
* Breast cancer death rates began to decline!
* The multistep nature of carcinogenesis was proven.
* The transition from film-based radiography to digital
computer-assisted medical imaging began.
* Several common genetic variants were linked to the risk of
lung and other cancers.

¢ Flourescence in situ hybridization (FISH) technique developed.

A New Century...

I YT T3 NClI APPROPRIATIONS: $25.5 BILLION

4 The NIH announced the funding of four new Breast Cancer and
the Environment Research Centers to study the prenatal-to-adult
environmental exposures that may predispose women to breast
cancer.

4 The NCI and the National Institute on Aging (NIA) launched an
initiative to accelerate research into the relationship between aging
and cancer.

¢ International clinical trials concluded that women should consider
taking letrozole after S years of tamoxifen treatment to continue to
reduce risk of recurrence.

4 Death rates from the four most common cancers—lung, breast,
prostate, and colorectal—continued to decline in the late 1990s
according to new data from the Annual Report to the Nation on the
Status of Cancer, 1975-2000.

IS TET =TT NCI APPROPRIATIONS: $67 BILLION!

In 2001, there were 9,600,000 cancer survivors in the U.S.

Together, we—the NIH, the NCI, clinicians, scientists, researchers,
administrators, volunteers, patients, and the American public—are
making a difference!
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CHAPTER

OVERVIEW: THE GRANTS PROCESS

Aerial view of the NIH Campus




FIGURE 1 Overview of the NIH/NCI Grants Process
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I INTRODUCTION

Statement of Purpose

The Department of Health and Human Services (HHS) touches the lives
of every American. The American public expects grants awarded by
HHS'’s operating divisions to help the HHS achieve its health and human
services goals. The general goal of grants management is to provide quality
stewardship of grants. As an operating division of HHS, the National
Institutes of Health (NIH) and its Institutes and Centers provide open, fair,
and objective selection of projects with the highest potential for success;
this is one key component of quality stewardship.

Within the National Cancer Institute (NCI), the Grants Administration
Branch (GAB) is responsible for monitoring the grants process to ensure
that grantees and the Federal Government perform all required business
management actions in a timely manner, both prior to and after award.
In carrying out this responsibility, the GAB evaluates and monitors:
(1) the business management capability and performance of applicant
organizations and grantees; and (2) the internal operating procedures
associated with the business management aspects of the grants process. Due
to the interrelationships between grants management and program matters,
close coordination between GAB and program staff is most important.
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The GAB directs the following statement of purpose to the grantee
community and our colleagues within the NIH as a pledge to:

e Negotiate and issue quality NCI grant awards within the appropriate
timeframe, thus facilitating cancer research through administrative
excellence.

e Serve as the NCI’s resource point for providing accurate and timely
business-related grant information.

e Act as the NCI's authorized Federal office with which the grantee,
program staff, or other NIH organizational elements can interact to
obtain guidance, direction, and assistance regarding the review and
interpretation of policies and administrative requirements as they apply
to research grants and grantee institutions.

e Monitor the financial and management aspects of grants to ensure the
effective utilization of Federal funds.

e Focus on building and maintaining a partnership with the grantee and
with the NCI program and review staff to ensure the issuance of award
documents that clearly communicate grant requirements and protect
the NIH from waste, mismanagement, fraud, and costly disputes.

e Provide quality service promptly, both within the NIH and to the
grantee community, reflecting a continuing commitment to improve
grants management, thereby enabling the grantee to perform its
research in an open Federal research environment free of unnecessary
record collection and reporting requirements.




BN GENERAL INFORMATION

The Department of Health and Human Services (HHS)

The HHS’s mission is to enhance the health and well-being of Americans
by providing effective health and human services and by fostering strong,
sustained advances in the sciences underlying medicine, public health,
and social services. The HHS consists of the Office of the Secretary, which
provides leadership; the Program Support Center, which provides centralized
administrative support; and 11 operating divisions, which manage over 300
health-related programs. These operating divisions are:

e Administration for Children and Families (ACF)

e Administration on Aging (AoA)

e Agency for Healthcare Research and Quality (AHRQ)

e Agency for Toxic Substances and Disease Registry (ATSDR)
e Centers for Disease Control and Prevention (CDC)

e Centers for Medicare and Medicaid Services (CMS) (formerly the Health
Care Financing Administration [HCFA])

Food and Drug Administration (FDA)

Health Resources and Services Administration (HRSA)

Indian Health Service (IHS)

e National Institutes of Health (NIH)

e Substance Abuse and Mental Health Services Administration (SAMHSA)

The ACF is responsible for temporary assistance to needy families; children’s
welfare, care, and support; disabilities programs; and other services. The
AoA serves the elderly. The CMS manages health insurance programs. The
NIH, AHRQ, ATSDR, CDC, FDA, HRSA, IHS, and SAMHSA are all devoted to
public health and comprise the Public Health Service (PHS).

The National Institutes of Health (NIH)

The NIH’s mission is to uncover new knowledge that will lead to better
health for everyone. The NIH works toward that mission by conducting
research in its own laboratories; supporting the research of non-Federal
scientists in universities, medical schools, hospitals, and research institutions
throughout the country and abroad; helping to train researchers; and
fostering communication of medical information. The NIH’s budget has
grown from $300 in 1887, when the NIH was a one-room Laboratory of
Hygiene, to more than $28.8 billion in 2004. The NIH is composed of the
Office of the Director, 19 Institutes, 7 Centers, and the National Library of
Medicine. Located on more than 300 acres in Bethesda, Maryland, the NIH
is composed of more than 75 buildings.
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The National Cancer Institute (NCI)

Mission

Simply stated, the mission of the NCI is to eliminate cancer and prevent
the devastation that cancer imposes on individuals, families, and society as
a whole. The NCI’s goal is to stimulate and support scientific discovery and
its application to achieve a future where all cancers are uncommon and
easily treated. The NCI works toward this goal in two major ways:

e The NCI provides vision to the nation and leadership for NCI-funded
researchers across the United States and around the world.

e The NCI works to ensure that the results of research are used in clinical
practice and public health programs to reduce the burden of cancer for
all people.

Background

The NCI, established under the National Cancer Act of 1937, is the Federal
Government’s principal agency for cancer research and training. The
National Cancer Act of 1971 broadened the scope and responsibilities of
the NCI and created the National Cancer Program. Under the National
Cancer Act of 1971, the Director of the NCI is authorized to submit a
professional judgment budget reflecting the full funding needs of the
National Cancer Program directly to the President. This budget is referred
to as the Bypass Budget. An overview of the
budget process is presented in Chapter 2 of
this publication.

Function

Over the years, legislative amendments
have maintained the NCI's authority
and responsibilities and have added new
information  dissemination  mandates,
as well as a requirement to assess the
incorporation of state-of-the-art cancer
treatments into clinical practice. The NCI
coordinates the National Cancer Program,

Original road sign that
which conducts and supports research, reﬂgcts NCI as tlgle only

training, health information dissemination, Institute of the NIH
and other programs with respect to the

cause, diagnosis, prevention, and treatment

of cancer; rehabilitation from cancer; and the continuing care of cancer
patients and the families of cancer patients. Specifically, the NCI:

e Supports and coordinates research projects conducted by universities,
hospitals, research foundations, and businesses throughout this country
and abroad through research grants and cooperative agreements.

e Conducts research in its laboratories and clinics.

e Supports education and training in fundamental sciences and clinical
disciplines for participation in basic and clinical research programs and



treatment programs relating to cancer through career awards, training
grants, and fellowships.

e Supports research projects in cancer control.
e Supports a national network of cancer centers.

e Collaborates with voluntary organizations and other national and
foreign institutions engaged in cancer research and training activities.

e Encourages and coordinates cancer research by industrial concerns where
such concerns evidence a particular capability for programmatic research.

e Collects and disseminates information on cancer.

Organization

The NCI's Office of the Director serves as the focal point for the National
Cancer Program, with advice from the President’s Cancer Panel, the
National Cancer Advisory Board (NCAB), the Board of Scientific Counselors
(BSC), and the Board of Scientific Advisors (BSA).

The Division of Extramural Activities (DEA) coordinates the review of
grants and contracts and manages the functions of the NCAB and the
BSA. One intramural research Center, one intramural research Division,
and four extramural research Divisions monitor and administer the NCI's
cancer research activities through extramural and intramural research
programes.

The Office of the Director coordinates initiatives across the NCI’s four
extramural research divisions:

e Division of Cancer Biology (DCB)

e Division of Cancer Control and Population Sciences (DCCPS)
e Division of Cancer Prevention (DCP)

e Division of Cancer Treatment and Diagnosis (DCTD)

Executive Committee

The NCI Executive Committee (EC), which consists of high-level Institute
managers, makes all major organizational and operating decisions affecting
the NCI, including:

e Formulating scientific and management policy decisions.

e Establishing grant paylines and funding plans for those grant programs
not administered solely by one Division.

e Approving certain exceptions to grant funding plans.

e Reviewing contract, cooperative agreement, and grant concepts.

e Formulating the long-range strategic plan for the Institute.

e Addressing trans-NCI policy issues affecting personnel and resources.

In addition to weekly meetings, the EC meets with other NCI staff twice
a year, in the summer and winter, for 1 or 2 days, to establish budget
priorities and policies for the forthcoming year.
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FIGURE 3 NCI Organization and Advisory Structure
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Budget
The NCI's budget is composed of four major activities:
e Research
e Resource Development
e Cancer Prevention and Control
e Program Management and Support

For additional information on the NCI budget activities and funding
allocation, see Chapter 2, page 27.

Research Settings
NClI-sponsored research takes place in the following three settings:

e Laboratory: In the laboratory, research is pursued on the biology of
cancer, the fundamental properties of cancer-causing agents and
processes, and the body’s defense against and response to cancer.

e Clinic: In the clinic, patient-oriented research is carried out in
prevention, detection, diagnosis, treatment, and rehabilitation.

e Community: In the community, research is carried out on the causes,
risks, predispositions, incidence, and behavioral aspects of cancer
within the population.

As the diagram in Figure 4 indicates, the interaction of these three
components reflects the progression from the results of research through
dissemination to application. Research results must be communicated
to those who ultimately apply these results in health care and disease
prevention settings.



FIGURE 4 Progression From Cancer Research to Application
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Types of Funding Instruments

Using a variety of funding instruments, including contracts, grants, and
cooperative agreements, the HHS accomplishes much of its mission
through services provided by non-Federal entities. Each instrument has
a specific purpose and application, thus creating different relationships
between the parties.

The Federal Grant and Cooperative Agreement Act of 1977 requires
Federal agencies to distinguish procurement relationships from assistance
relationships. Although the Act does not dictate any specific terms and
conditions that should be placed on contracts, grants, and cooperative
agreements, it does require that the choice and use of these legal
instruments reflect the type of relationship expected between the Federal
and non-Federal parties.

Contracts

The NCI uses the contract instrument to procure cancer research services
and other resources needed by the Federal Government. Contracts are
used when the principal purpose of the transaction is to acquire a specific
service or end-product for the direct benefit of, or use by, the NCI. The
remainder of this publication deals only with grants and cooperative
agreements.

Grants and Cooperative Agreements

In contrast to contracts, grants and cooperative agreements are Federal
financial assistance mechanisms used to support and stimulate research.
Assistance relationships are established when the principal purpose of the
transaction is to transfer money, property, services, or anything of value
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to a recipient to accomplish a public purpose or to stimulate a particular
area of research authorized by law. HHS’s assistance mechanisms range
from providing individuals with Federal cash assistance to reimbursing
states for assistance provided to refugees or other beneficiaries for whom
the Federal Government has accepted responsibility. These assistance
mechanisms also include loan guarantees provided through financial
institutions and various types of price supports and subsidies. The two
types of assistance mechanisms used by the NCI are the grant and the
cooperative agreement:
¢ Grants are used when: (1) no substantial programmatic involvement is
anticipated between the NCI and the recipient during performance of the
financially assisted activities, thus allowing the recipient significant freedom of
action in carrying out the research project; and (2) there is no expectation on
the part of the NCI of a specified service or end-product for use by the NCI.

¢ Cooperative agreements are used when substantial programmatic involvement
is anticipated between the NCI and the recipient during the performance
of the activities. (Note: The NIH does not accept unsolicited cooperative
agreement applications.)

In the following pages of this publication, the word grant is used to
indicate an assistance mechanism and should be construed to include
cooperative agreements as well.

Legal instruments reflect the type of relationship expected between the
Federal and non-Federal parties.

NCI Grants Administration Branch

NCI Grants: Historical Perspective

The first cancer research grant funded by the NCI was awarded to Louis
F. Fieser, of Harvard University, on November 27, 1937. It was funded for
$27,550 to investigate chemical structure and carcinogenic activity. The
grant identification number was IC3. Since the funding of grant IC3, the
NCI has funded approximately 188,000 grants, accounting for $41 billion
in expenditures.

Since passage of the National Cancer Act and the creation of the National
Cancer Program in 1971, the NCI’s annual appropriation has increased
nearly 26-fold, from $180 million in fiscal year (FY) 1971 to $4.72 billion
in FY2004. Nearly $3.1 billion (over 67 percent) of the NCI's FY2004
appropriation was awarded in grants and cooperative agreements.

NIH/NCI Grants Process Electronic Suite

The NIH/NCI Grants Process Electronic Suite (GPES) is defined as the
electronic process, from application receipt to record retention and
disposal, that encompasses the 15 elements of the grant award process as
displayed in Figure 5. The GPES is made up of an interconnected set of
modules that provides for a single entry of grant data. The NCI Enterprise
is composed of an Oracle database and NCI-developed applications that
support the business needs of the NCI Extramural Staff.



FIGURE 5 NCI Grants Administration Branch Electronic Grants Process
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Working in unison with the NIH Enterprise, the NCI Enterprise supports
the grants process from pre-referral to award and crosses the business
areas of NCI Referral, Program, Grants Administration, and Financial
Management. The goals of the GPES are eliminating paper grant files and
facilitating the ability to work the entire grants process electronically.
Currently, NCI grants management staff are working 100 percent of their
grant portfolio electronically.

Grants Administration Branch

The NCI's Grants Administration Branch (GAB) is the focal point for all
business-related activities associated with the negotiation, award, and
administration of grants and cooperative agreements within the NCI. The
GAB’s website can be found at http://www3.cancer.gov/admin/gab/.

In the GAB, we approach our work with grantee business officials, Principal
Investigators (PIs), NIH and NCI review staff, and NCI program staff with
a common goal: the accomplishment of the project for which the grant is
awarded.

In our grants management role, we continually seek new and better ways
to promote an environment in which PIs can pursue their research in the
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most productive and cost-effective manner possible. We place emphasis on
problem prevention. We accomplish this by working with grantee officials
to ensure that they have adequate business management systems and
internal controls to properly safeguard Federal resources. We work with
review and program staff to ensure the effective stewardship of Federal
funds and uniform administration of various grant programs in accordance
with Federal grant requirements. Our goal is to support biomedical research
through administrative excellence.

Grants Authorities

The Constitution

The requirements to which research grants are subject have their roots in
a number of specific sources or authorities, the broadest of which is the
U.S. Constitution. Congress has the authority to impose conditions on the
receipt of Federal assistance funds. The cornerstone of Congress’ authority
in the grants area is Article I, Section 8, of the United States Constitution,
referred to as the Spending Power Clause, which provides that “... Congress
shall have power to lay and collect taxes, duties, imposts and excises, to
pay the debts and to provide for the ... general welfare of the United
States ....” Thus, Congress can enact statutes authorizing Federal agencies
to award grants and impose reasonable conditions on the receipt of Federal
assistance funds.

Laws that authorize the formulation of regulations for grant programs
are ultimately based on constitutional provisions. For example, the HHS
and the NIH grant appeals procedures can be traced to the due process
principles outlined in the Constitution under the Fifth Amendment.
Another example is the Public Health Service (PHS) grant application form,
which contains provisions relating to civil rights, handicapped individuals,
and age and sex discrimination. These are all extensions of constitutional
requirements for equal protection under the law covered in the 14th
Amendment to the U.S. Constitution.

Statutes

The next broad level of Federal grant lawmaking is the enactment of
specific laws by Congress. Two of the most important are authorizing
legislation and appropriation legislation.

The authority to award grants is contained in the basic substantive
legislation establishing a Federal program. Such legislation may authorize
program expenditures for a specific or indefinite number of years. In the
NCI’s case, the Public Health Service Act, Section 301 (42 United States
Code [USC] 241), contains the general authority, as indicated by Congress,
under which research grants are awarded.

Subsequent to the enactment of authorizing legislation, Congress generally
enacts appropriation laws permitting funds to be obligated for a specific
program. Appropriation bills begin in the House of Representatives and
then are acted upon by the Senate. Through the appropriation process,



Congress greatly influences both program and grants administration
decisions by controlling the amount of funds authorized annually and by
setting conditions on the use of funds.

Regulations

Because the language of many laws is vague, Federal agencies often need
to publish regulations to clarify the details. A “rule” or “regulation” is a
formal document issued by a Federal agency that has general or particular
applicability and legal effect. Compliance with Federal regulations and
statutes must be taken seriously. When finalized, regulations have the full
force and effect of law.

The Code of Federal Regulations (CFR) (http://www.gpoaccess.gov/cfr/
index.html), a codification of permanent rules published in the Federal
Register (http://www.gpoaccess.gov/fr/index.html), contains the regulations
for reviewing and administering NCI grants. These requirements provide
additional guidance regarding program requirements and management.
(Some programs have guidelines instead of or in addition to regulations.)

Three of the most important sections pertaining to NCI grants are:

e 42 CFR Part 52 (Grants for Research Projects) for broad grant program
regulations.

e 45 CFR Part 74 (Uniform Administrative Requirements for Awards
and Subawards to Institutions of Higher Education, Hospitals, Other
Nonprofit Organizations, and Commercial Organizations; and Certain
Grants and Agreements With States, Local Governments and Indian
Tribal Governments).

e 45 CFR Part 92 (Uniform Administrative Requirements for Grants and
Cooperative Agreements to State, Local, and Tribal Governments) for
administrative regulations.

OMB Circulars

In addition to the provisions of authorizing legislation and implementing
regulations, the Office of Management and Budget (OMB) issues
government-wide circulars for managing grants that apply to all Federal
Executive agencies. When these agencies are required to apply the
directives, the effect on grantees is often the same as regulation. Among
the circulars relevant to grants administration are those that have to do
with administrative requirements, cost principles, and audits.

Administrative Requirements
4 A-102 (rev.) Grants and Cooperative Agreements With State and Local
Governments establishes consistency and uniformity among Federal agencies
in the management of grants and cooperative agreements with state, local,
and federally recognized Indian tribal governments.

4 A-110 (rev.) Uniform Administrative Requirements for Grants and Agreements
With Institutions of Higher Education, Hospitals, and Other Nonprofit
Organizations sets forth standards for obtaining consistency and uniformity
among Federal agencies in the administration of grants to and agreements with
institutions of higher education, hospitals, and nonprofit organizations. 45 CFR
Part 74 extends the provisions of A-110 to commercial (for-profit) organizations.
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Cost Principles

4 A-21 (rev.) Cost Principles for Educational Institutions establishes principles
for determining costs applicable to grants, contracts, and other agreements
with educational institutions.

4 A-87 (rev.) Cost Principles for State, Local, and Indian Tribal Governments
establishes standards for determining costs for Federal awards carried out
through grants, cost reimbursement contracts, and other agreements with state
and local governments and federally recognized Indian tribal governments.

4 A-122 (rev.) Cost Principles for Nonprofit Organizations establishes principles
for determining costs applicable to nonprofit organizations.

4 45 CFR Part 74 Appendix E establishes principles for determining costs
applicable to hospitals.

4 48 CFR Part 31.2 (Federal Acquisition Regulations) establishes cost principles
for commercial (for-profit) organizations.

Audits

4 A-133 (rev.) Audits of States, Local Governments, and Other Nonprofit
Organization establishes consistent and uniform audit requirements and
defines Federal responsibilities for implementing and monitoring such
requirements for states, local governments, and other nonprofit organizations
receiving Federal awards. Audit requirements for commercial (for-profit)
organizations are contained in 45 CFR Part 74. See page 73 for more
information.

Agency Implementations

In addition to issuing regulations to specify details of the enabling
statutes, agencies often find it helpful to publish handbooks, guidelines,
or manuals. The NCI implements Federal regulations by following the
policies contained in the NIH Grants Policy Statement and the NIH Guide to
Grants and Contracts.

The NIH Grants Policy Statement is a condensation of the NIH and HHS
grants administration policies, laws, and regulations. It provides both up-
to-date policy guidance that serves as NIH standard terms and conditions
of awards for grants and cooperative agreements and extensive guidance to
individuals who are interested in NIH grants.

The NIH Guide to Grants and Contracts is the official publication for NIH
medical and behavioral research grant policies, guidelines, and funding
opportunities. It is also used by the NIH Contracting offices and other
HHS agencies to announce their funding opportunities. The NIH Guide
serves in lieu of the Federal Register in compliance with the Administrative
Procedures Act.

The NCI has developed individual guidelines for certain types of grants.
There are now guidelines available for Cancer Center Support Grants (Core
P30), Program Project Grants (PO1), Specialized Programs of Research
Excellence (P50, SPOREs), Construction Grants (C06), Clinical Trials
Cooperative Group Program Grants (U10), and Cancer Education Grants
(R29).



Cross-Cutting Public Policies

A variety of statutory or administrative requirements cut across Federal
programs and impact the administration of grants. These “cross-cutting”
public policies, which apply to almost every grant program, are intended
to ensure fairness and equity, as well as physical and other protections in
activities receiving Federal financial assistance. A summary of some of these
cross-cutting public policy requirements that apply to grants management is
provided in Chapter 5 of this publication. NIH grantees are also subject to
requirements contained in the NIH’s Annual Appropriations Act that apply
to the use of NIH grant funds. Some of these requirements are included in
Chapter 5 of this publication because they have been included in the NIH’s
Annual Appropriations Act for several years without change. However, these
requirements may be changed, or other requirements may be added in the
tuture.

Notice of Grant Award

The Notice of Grant Award (NGA) is the official notification to the
applicant that a project has been funded. Each grant award is authorized
by statute. For example, in the sample Notice of Grant Award letter
(Exhibit D, p. 121), the authorizing legislation is 42 USC 241. Each award
also cites particular regulations that authorize its issuance.

The final sources of requirements imposed on projects supported by
Federal grants are the specific terms and conditions that are attached
to an individual grant and incorporated into the formal NGA. These
terms and conditions may include the basic purpose of the award, policy
statements, and OMB Circulars. These latter materials may be incorporated
by reference. By accepting the award (i.e., by drawing funds from the grant
payment system), every grant recipient agrees to comply with everything
incorporated by reference into the NGA.

Order of Precedence

As a general rule, requirements imposed by statute (42 USC 241 et seq.)
and requirements imposed by program or general regulations (42 CFR Part
52 and 45 CFR Parts 74 and 92) are supplemented by program policies
and terms and conditions of individual grants. When grant requirements
are inconsistent, the following order of precedence usually applies:
Constitutional mandates govern statutory provisions, and statutory
mandates govern regulatory provisions. Regulations published in the
Federal Register generally govern unpublished requirements, including
grant terms and conditions. Questions concerning any apparent conflict
in requirements or precedence of requirements governing grants should be
addressed to the Grants Management Officer, who may consult with the
Office of the General Counsel.
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The budget development cycle for a fiscal year is about 30 months, with
three phases of this process—formulation, presentation, and execution—
overlapping. In the example below (Figure 6), FY2005 is being executed
while FY2006 is being presented and FY2007 is being formulated.

In the spring of each year, preliminary budgets are submitted. The NIH
budget is paralleled by a professional needs budget, referred to as the
Bypass Budget, prepared by the NCI. In September, revised versions of these
budgets are submitted to the Office of Management and Budget. In January,
the President’s budget is submitted, and congressional justification hearings
are held in February, March, or April.

FIGURE 6 NcI Budget Development Cycle
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Funding Allocation Process: 1-2-3
The following is a summarized general description of the three-step funding
allocation process for Research Project Grants (RPGs):

Step 1: From the amount appropriated by Congress, deduct:

e The amount of noncompeting commitments, including the program
evaluation budget.

e The amount for mandated set-asides (e.g., SBIR).
e The amount for program initiatives (RFAs).

This leaves the amount for competing grants.



Step 2: From the amount remaining for competing grants:

e Distribute to the main mechanisms (RO1 and PO1) and the smaller
mechanisms (R0O3, R21, R33, and R55).

e Hold approximately S5 to 10 percent in reserve for RPG exceptions
(including accelerated executive review exceptions).

e Distribute the exception reserve to Program Division Director for
supplements, RPGs, exceptions, and Shannon Awards.

e Allocate across each of the three review rounds.

Step 3: Based on historical data and current review results, set
paylines for RPGs.

Funding Allocation: A Practical Example

The following example provides a sample appropriation and distribution for
Research Project Grants (RPGs), using the following assumptions:

e Appropriation level of $2.161 billion
e Mandate to fund 1,492 competing RPGs

e Mandate that the average cost of the competing RPGs be no more than
$332,000

Amount No. of Awards
Step 1
Appropriation $2,161,000,000
Small Business Set-Aside 100,000,000
Noncompeting Commitments 1,567,000,000
Competing Availability 494,000,000
Step 1a
Competing Availability 494,000,000 1,492
Set-Aside for RFAs 42,000,000 67
Remaining for RO1, PO1, R21, etc. 452,000,000 1,425
Step 2
Remaining for RO1, PO1, R21, etc. 452,000,000 1,425
The breakdown would be:
Allocation for RO1, R37 302,000,000 906
Allocation for PO1 52,000,000 33
Allocation for R21, R33 39,000,000 216
Allocation for RO3, etc. 14,000,000 152
Reserve for exceptions 45,000,000 118

At this point, these amounts would be distributed to each of the three
rounds.

Step 3 would consist of setting paylines for RPGs based on historical data
and current review results.

In fiscal year 2004, the National Cancer Institute’s budget totaled
$4,723,893,000. Expenditures in the four major budget activities are
outlined in the following paragraphs.



Research

Cancer Causation Research
e FY2004 Obligations: $1,112,937,000
e 23.6% of the NCI Budget

Cancer causation research concentrates on the events involved in the
initiation and promotion of cancer. It encompasses:

e Chemical and physical carcinogenesis
e Biological carcinogenesis

e Epidemiology

e Chemoprevention

¢ Nutrition research

Studies in this area focus on the following external agents that contribute to
the initiation and promotion of cancer:

e Chemicals
e Radiation

Fibers and other particles
e Viruses
e Parasitic infections

Host factors such as hormone levels and nutritional and immunologic
status

e Genetic endowment of the individual

Detection and Diagnosis Research
e FY2004 Obligations: $335,701,000
e 7.1% of the NCI Budget

Detection and diagnosis research includes studies designed to:
e Improve diagnostic accuracy.
e Provide better prognostic information to guide therapeutic decisions.
e Monitor response to therapy more effectively.
e Detect cancer at its earliest presentation.

e Identify populations and individuals at increased risk for the
development of cancer.

Areas of emphasis include:

e Improvements in the detection and diagnosis of breast, cervical, uterine,

30 and prostate cancers.
e Transfer of molecular technologies from the laboratory to clinical practice.



e Identification of better prognostic markers.

e Increased availability of human tumor samples with associated clinical
information.

e Research to identify genetic alterations involved in tumor pathogenesis
and behavior.

Treatment Research
e FY2004 Obligations: $1,092,437,000
¢ 23.1% of the NCI Budget

Treatment research is composed of preclinical and clinical research.
Preclinical research focuses on the discovery of new antitumor agents and
their development in preparation for testing in clinical trials. These agents
include both synthetic compounds and natural products. Clinical research
involves demonstrating the effectiveness of new anticancer treatments
through their systematic testing in clinical trials:

e Phase I trial-The first step in testing a new treatment in humans. These
studies test the best way to give a new treatment (for example, by mouth,
intravenous infusion, or injection) and the best dose. The dose is usually
increased a little at a time in order to find the highest dose that does not
cause harmful side effects. Since little is known about the possible risks
and benefits of the treatments being tested, Phase I trials usually include
only a small number of patients who have not been helped by other
treatments.

e Phase II trial-A study to test whether a new treatment has an anticancer
effect (for example, whether it shrinks a tumor or improves blood test
results) and whether it works against a certain type of cancer.

e Phase III trial-A study to compare the results of people taking a new
treatment with the results of people taking the standard treatment (for
example, which group has better survival rates or fewer side effects).
In most cases, studies move into Phase III only after a treatment seems
to work in Phases I and II. Phase III trials may include hundreds of
people.

Cancer Biology
e FY2004 Obligations: $758,762,000
* 16.1% of the NCI Budget

Cancer biology supports a broad spectrum of research, including the
body’s response to cancer. Since cancer is the result of genetic damage that
accumulates in stages, it is the goal of cancer biology to identify and explain
the stepwise progression between the initiating event in the cell and final
tumor development. Studies include:

e Investigations of cellular and molecular characteristics of tumor cells.
e Interactions between cells within a tumor.

e Components of host immune defense mechanisms.
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Resource Development

Cancer Centers Support
e FY2004 Obligations: $410,176,000
* 8.7% of the NCI Budget

The Cancer Centers Program consists of a group of individual, nationally
recognized, geographically dispersed institutions with outstanding scientific
reputations. Each institution reflects particular research talents and special
technological capabilities. Cancer Center support mechanisms include P20s,
P30s, P50 Specialized Programs of Research Excellence (SPOREs), and U54s.

The NCI awards planning and development grants (P20s) to encourage
the development of cancer research centers in regions not currently served
by existing NClI-designated Clinical or Comprehensive Centers. These
awards assist eligible institutions to develop the organizational capability
that could lead to the formation and/or development of cancer research
centers or SPOREs. This program is currently under review. Refer to http://
wwwa3.cancer.gov/cancercenters/ccb_guidelines.html for more information.

The NCI uses the Cancer Center Support Grant (CCSG) mechanism (P30)
to support Cancer Centers that conduct research and outreach activities
on several different cancers. There are two types of designations: Cancer
Centers have a scientific agenda that is primarily focused on basic,
population sciences, or clinical research or any two of the three components;
Comprehensive Cancer Centers integrate research activities across three
major areas: laboratory, clinical, and population-based research.

Of the $409 million allocated to Cancer Centers in fiscal year 2004,
approximately $245 million was awarded to the 63 active Centers. This
accounted for 5.2 percent of the NCI budget.

Cancer Centers have developed in a number of different organizational
settings. Some are independent institutional entities dedicated entirely to
cancer research (freestanding Centers); some have been formed as clearly
identifiable entities within academic institutions and promote interactive
cancer research programs across departmental and/or college structures
(matrix Centers); and others involve multiple institutions (consortium
Centers).

The CCSG is intended to provide support to the peer reviewed research
base of the Cancer Center within the larger institution. The CCSG supports
the operational framework (infrastructure) of the Center and partially pays
for shared laboratory resources and facilities. Research projects themselves
are supported through individual grants and contracts from the NIH and a
variety of other grant-funding agencies and organizations.

Specialized Programs of Research Excellence (SPOREs) are designed to
stimulate translational research from the laboratory to clinical practice.
SPOREs, which are funded under the P50 grant mechanism, focus on
prevention, detection, diagnosis, and treatment research for a single cancer



site. They are awarded to institutions that demonstrate the ability to perform
significant translational research.

The NCI's Comprehensive Minority Institution/Cancer Center Partnership
(U54) awards are cooperative agreements designed to establish
comprehensive partnerships between Minority-Serving Institutions (MSIs)
and NCI-designated Cancer Centers. The partnerships focus on cancer
research and one or more target areas in cancer research training and career
development, education, or outreach programs to minority communities.
These awards improve the effectiveness of Cancer Center research through
education and outreach activities specifically designed to benefit racial
and/or ethnic minority populations in the region the Cancer Center serves.
They also create a stable, long-term collaborative relationship between the
MSI and NClI-designated Cancer Center in areas of cancer research, research
training and career development, education, and/or outreach that increases
the emphasis on problems and issues relevant to the disproportionate
cancer incidence and mortality in minority populations.

Research Manpower Development
e FY2004 Obligations: $173,691,000
e 3.7% of the NCI Budget

The NCI Research Manpower Development Program supports and
maintains a pool of trained scientists qualified to perform cancer research.
Grants under this program primarily provide support for basic and clinical
scientists. The National Research Service Award Program is the major
mechanism for providing long-term, stable support for a wide range of
promising scientists and clinicians. Individual awards are made directly to
both pre- and postdoctoral fellows, while institutional awards are made to
scientists who, together with a group of faculty preceptors, administer a
comprehensive research training program for pre- and postdoctoral trainees.
The Research Career Program supports the training of both scientists and
research physicians during the first 3 to 5 years between receipt of a Ph.D.,
M.D., or other professional degree and receipt of an individual investigator-
initiated award.

Cancer Prevention and Control
e FY2004 Obligations: $511,111,000
¢ 10.8% of the NCI Budget

The NCI Cancer Prevention and Control Program conducts basic and applied
research through both intramural and extramural mechanisms. A key
priority of this program is to develop strategies for the effective translation
of knowledge gained from prevention and control research into health
promotion and disease prevention activities for the benefit of the public. An
integrated system of basic research, clinical trials, and applications research
is in place and seeks to promote cancer prevention and control activities
across the country.
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The Cancer Prevention and Control Program includes four components and
several subprograms, many of which relate to other program activities of
the NCI, including information dissemination, epidemiology, and cancer
treatment.

The four components are:
e Cancer Prevention Research.
e Cancer Control Science.
e Farly Detection and Community Oncology.
e Cancer Surveillance.

Program Management and Support
e FY2004 Obligations: $329,078,000
e 7.0% of the NCI Budget

Program Management and Support budgets are used for the critical technical
and administrative services required for NCI to carry out its extramural,
intramural, and cancer prevention and control programs. They include
central administrative functions, overall program direction, grant and
contract review and administration, personnel, program coordination, and
financial management.



FIGURE 7 NCI FY2004 Budget Activities
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I DEVELOPMENT, RECEIPT, & ASSIGNMENT OF APPLICATIONS

This section charts the path of a grant application from development,
receipt, and assignment through the peer review process, NCI funding
determinations, award negotiation and issuance, and—finally—post-award
administration (see Figure 8, p. 38). Ongoing efforts to streamline the grants
process at the NIH will continue to impact the manner in which grant
awards are processed at the NCI. However, the core concepts discussed in
this section are expected to remain essentially the same.
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Grantee Eligibility

Grants may be awarded to:
e Nonprofit organizations
e For-profit organizations
e Institutions of higher education
e Hospitals
e Research foundations
e State and local governments
e Federal institutions
e Individuals (fellowships only)
e Foreign institutions and international organizations (research grants only)
e Faith-based organizations

Principal Investigator Responsibility

The Principal Investigator (PI) is the individual designated by and accountable
to the grantee institution for the proper conduct of the project. By signing
the grant application, the PI accepts responsibility for the scientific conduct
of the project and for submission of the progress and other required reports.

Grantee Institution Responsibility

By applying for grant support, the grantee institution agrees to administer
awarded grant(s) in accordance with the regulations and current policies
that govern the research grant programs of the NIH. Acceptance of an award
and its associated special terms and conditions imposes upon the grantee
institution and the PI the responsibility for conducting the research while
using grant funds prudently and in accordance with cost principles for the
purposes set forth in the approved application. The grantee organization
is legally responsible and accountable to the NIH for the performance and
financial aspects of the grant-supported activity.

As noted in the “Notice of Grant Award” section, (p. 25) the grantee
indicates acceptance of the general and special provisions of an award by
drawing funds from the grant payment system. The grantee institution is not
required to guarantee the success of the project, nor are penalties generally




imposed for lack of success in attaining scientific goals. However, in certain
situations, the NCI may take action to resolve problems or weaknesses that
arise during the course of the project. (See “Monitoring Projects,” p. 70, for
further information.)

Standards of Conduct

The NIH depends on the funded research community to utilize a system of
self-regulation coupled with appropriate NIH oversight. Ethical concerns,
such as human subjects protection (45 CFR Part 46), promotion of animal
welfare (P.L. 99-158 Section 495), removal of financial conflict of interest
(42 CFR Part 50, Subpart F), and prevention of scientific misconduct
(42 CFR Part 50, Subpart A) are all a part of this self-regulation.

The principle of self-regulation requires a high level of trust in the
fundamental integrity of the research community and sufficient oversight
to enable the NIH to assure the public that self-regulation is providing
adequate safeguards for the ethical integrity of science.

Development of Grant Application

The process of developing a grant application usually begins with
the Principal Investigator (PI). The PI should work together with the
authorized business official from his/her institution to ensure that all of
the application requirements are met. Applicants should anticipate 2 or
3 weeks to prepare a small project application. Complex proposals may
require as much as a year. Both the PI and the authorized business official
must sign and date Form Page 1 (also known as the “face page”) to certify
that the application is complete and accurate. (See Exhibit A, p. 116, for an
example of a grant application face page.)

Numerous resources are available from the NIH with important
considerations and suggestions to assist the Pl and the applicant institution
in preparing a research grant application. Among these, the NCI offers the
following two websites:

e Preparing Grant Applications (http://deainfo.nci.nih.gov/extra/extdocs/
apprep.htm)

e Grant Application and Review Process (http://www.cancer.gov/research_
funding/grants/)

Although many investigator-initiated (unsolicited) applications are
received by the NIH for new, expanded, and/or high-priority programs,
the NCI may encourage the submission of grant applications through the
tollowing types of solicitations:

e Program Announcements (PAs) notify the grantee community of
continuing, new, or expanded program interests for which grant
applications are invited. Applications in response to PAs are reviewed in
the same manner as unsolicited grant applications by Scientific Review
Groups (i.e., committees) of the Center for Scientific Review or NCI.

e Program Announcements Reviewed in an Institute (PARs) are
announcements that contain special referral guidelines and are



reviewed by a Scientific Review Group (SRG) in the IC (Institute and/or
Center) within NIH.

e Requests for Applications (RFAs) are issued to invite grant applications
in a well-defined scientific area to stimulate activity in an IC’s priority
programs. The RFA identifies a single receipt date, the amount of funds
earmarked for the initiative, the number of awards likely to be funded,
and any specific criteria for scientific peer review. Applications received
in response to a particular RFA are reviewed by an Institute’s SRG.

All PAs, PARs, and RFAs are published in the NIH Guide for Grants and
Contracts  (http://www.nih.gov/grants/guide/index.html) and, when
appropriate, in scientific journals and periodicals.

Applicants anticipating submission of an application exceeding $500,000
in direct costs in any year of the project must seek approval from the
awarding IC’s Program Director at least 6 weeks prior to submission. If
the requested amount is significantly greater than $500,000, approval
should be sought even further in advance. (See NIH Guide Notice: http:
//grants.nih.gov/grants/guide/notice-files/NOT-OD-02-004.html.)
Applications submitted in response to RFAs or other announcements that
include specific budgetary limits are exempt from this requirement.

Allowable Costs

Research grant funds are awarded to supplement or complement the support
of research at an institution. Grant funds may be used for:

e Allowable direct costs specifically incurred in the conduct of the research
project.

e Facilities and administrative (F&A) costs (formerly known as indirect costs
[overhead]) resulting from an institution providing support services.

These funds are not intended to replace support already being furnished by
the institution or for expenses previously incurred.

Direct Costs

Allowable direct costs may include:

e Salaries and fringe benefits of the Principal Investigator, other key
personnel, and supporting staff.

Expenditures for project-related equipment and supplies.
e Fees and supporting costs for consultant services.

Expenses for travel beneficial to the research.

Research patient care costs.

Alterations and renovations.

Publications and other miscellaneous expenses.
e Contract services.

e Costs for consortium participants.
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Facilities and Administrative Costs

In addition to direct costs, the HHS supports a policy of full reimbursement
of facilities and administrative (F&A) costs for most grant programs, with
a few exceptions (e.g., training, fellowships, career programs, cancer
education grants, and foreign grants). F&A costs are not readily identifiable
with a particular project or activity but are necessary to the general
operation of the institution and the conduct of its research activities.

Allowable F&A costs may include:
e Depreciation use allowance.
e Facilities operations and maintenance.
e General administration and general expense.
e Departmental administration.
e Sponsored project administration.
e Libraries.

The grantee institution assigns the costs to an F&A cost pool from which
they are appropriately distributed to all organizational activities on the
basis of a rate. The rate is a ratio of the F&A costs to a direct cost base. The
amount awarded for F&A costs is determined by multiplying the rate by
the allowable costs in the direct cost base for the project.

Rate Agreement

In order to receive reimbursement for F&A costs, the grantee institution
must prepare an annual F&A cost rate proposal, which is submitted to the
cognizant Federal agency. The cognizant agency is that which provides
the largest amount of funds to a grantee over a specific period and acts as
a representative for all Federal agencies dealing with a grantee’s common
costs (e.g., F&A costs and fringe benefits). After review and negotiation of
the F&A cost rate proposal, the cognizant agency establishes an accepted
rate, formalized as the F&A cost rate agreement for that institution. This
agreement is then made available to all other interested Federal grantor
agencies. The negotiated F&A cost rate is used to calculate the applicable
amount of F&A costs for each award to the grantee institution.

The NIH Notice of Grant Award includes both direct costs and applicable
F&A costs, which are calculated by the Grants Management Specialist.
Typically, this award reflects the maximum total costs provided during
the budget period even if a higher F&A rate is subsequently negotiated.
If the amount required for F&A costs decreases because of either a new,
lower negotiated rate or post-award budgetary changes in the direct costs
of the grant, the excess F&A funds awarded generally may be rebudgeted
to support allowable direct costs for the project, subject to specific
requirements set forth in the applicable cost principles.



Receipt and Assignment of Applications

The Referral section of the Center for Scientific Review (CSR) serves as the
central receiving point for all competing applications, whether solicited or
unsolicited. Within the CSR, all competing applications undergo a brief
evaluation to determine what area of research each represents. CSR referral
officers then assign each application to a specific NIH Institute for possible
funding.

The evaluation of scientific and technical merit will be carried out by a
Scientific Review Group in either CSR or an appropriate Institute or Center
(IC). Applicants are notified by mail of these assignments, usually within 6
to 8 weeks of submission. Figure 9 below provides a typical timeframe from
the date of receipt of an application through assignment.

FIGURE 9 Development, Receipt, and Assignment of Applications
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Return of Incomplete and Late Grant Applications

A grant application is considered incomplete and will be returned to the
submitting institution if:

e [t is illegible.
e [t fails to follow the instructions provided on the appropriate application
form.
e It fails to follow specific instructions provided in an RFA or PA.
e The material presented is insufficient to permit an adequate review.
Information regarding the submission of competing Grant Applications
(PHS 398), Noncompeting Grant Progress Reports (PHS 2590), and

SBIR/STTR Grant Applications can be accessed at the following website:
http://grants.nih.gov/grants/oer.htm.
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Grant Application Identification Number

Each new application received is assigned an identification number and
checked for completeness, and duplicates are forwarded to the appropriate
Institute and Integrated Review Group (IRG).

The following is an example of a grant application identification number:

Application | Activity | Administering Serial Suffix Suffix
Type Code Organization No. Grant Year | Other

The above number identifies a new (Type 1) application for a traditional
research project (RO1) assigned to the NCI (CA). The serial number, which
is assigned sequentially by the CSR, indicates that it is the 100,228th
application assigned to the NCI. The suffix (01) shows that this is the first
year of requested support for this project. The next part of the suffix is used
to identify an amended application (A1) or a supplement (S1).

Grant Application Referral

Once the NCI has been assigned an application by the CSR, NCI referral
officers examine and direct each application to the appropriate NCI Program
Director. It is the responsibility of the Program Director to then follow the
progress of his/her assigned application(s) through the peer review process.
The NCI establishes an official electronic file for each application and enters
fiscal and scientific information into the NIH/NCI data systems.



I APPLICATION TYPES

There are nine grant application types that may be used to identify the
stages in the life cycle of a grant. The grant type defines the procedures and
specifies the documents required to process the grant award.
Type 1-New

Request for support of a project that has not yet been funded.
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Type 2-Competing Continuation

Request for an additional period of support based on a previously
funded project. Competing continuation applications compete with
other competing continuation, competing supplemental, and new
applications for funds.

Type 3-Supplement

Request for additional funds, either for the current operating year or
for any future year previously recommended, to cover increased costs
(noncompeting) or to expand the scope of work (competing).

Type 4-Extension

Request for additional time and/or funds beyond those previously
awarded. Typically limited to certain mechanisms, including Merit
(R37), Developmental/Exploratory (R21/R33), and Fast-Track Small
Business Grants SBIR/STTR (R42/R44). These grants do not compete for
available funds.

Type 5-Noncompeting Grant Progress Report
Request to pay next budget increment of a current award; does not
compete for available funds.

Type 6-Change of Institute or Division (Successor-in-
Interest and Name-Change Agreements)

Request for NIH’s acceptance of a change in business structure, such as
successor-in-interest, name change, or merger.

Type 7-Change of Grantee or Training Institution
Request for support of a funded project to be transferred from one
grantee or training institution to another.

Type 8-Change of Institute or Center
Noncompeting continuation (Type 5) to be transferred from one IC to
another.

Type 9-Change of Institute or Center

Competing continuation (Type 2) that has been transferred from one IC
to another.




I PEER REVIEW

Integrated Review Group (IRG)

Review activities of the Center for Scientific Review (CSR) are organized into
Integrated Review Groups (IRGs). Each IRG represents a cluster of study
sections around a general scientific area. Applications generally are first
assigned to an IRG and then to a specific study section within that IRG for
evaluation of scientific merit. These study sections, also known as Scientific
Review Groups (SRGs), are the first level of the dual peer-review system of
the NCI.

Scientific Review Group (SRGs)

Scientific Review Groups (SRGs) review research grant applications as
formally mandated in 1974 by Section 475 of the Public Health Service Act.
They function specifically in the following manner:

e Within the CSR, SRGs review and evaluate the scientific merit of
research grant applications on specific topics (e.g., cell biology, clinical
oncology, pathology, biochemistry, virology) regardless of the awarding
NIH Institute. There are approximately 220 SRGs in the CSR, each
composed of 12 to 18 individuals who advise the NIH on the scientific
and technical merit of the applications they evaluate.

e Within the ICs, the SRGs review and evaluate the scientific merit of
research grant applications that are closely related to the IC’s mission, as
well as applications submitted in response to RFAs and other specialized
programs.

All NIH SRG rosters may be found at the following website:
http://era.nih.gov/roster/index.cfm.

The second level of the dual peer-review system of the NCI is the National
Cancer Advisory Board (NCAB), as mandated by the National Cancer Act of
1937 and incorporated into the Public Health Service Actin 1944. The NCAB
reviews NCI grants through its members’ knowledge in each of the relevant
programmatic areas, familiarity with NCI priorities and procedures, and
awareness of the missions of the diverse Institutes in biomedical research
and of the health needs of the American people. The NCAB is discussed in
greater detail on p. 52.

The NCI Division of Extramural Activities (DEA) organizes and manages
the peer review of grant and cooperative agreement applications that are
highly mission-specific to the NCI. These include applications for program
projects, Cancer Center Support Grants (CCSGs), multisite clinical trials,
the NCI's Clinical Trials Cooperative Groups, Ruth L. Kirschstein National
Research Service Award (NRSA) grants, and cancer education grants.

For Program Project Grants (PO1), Cancer Center Support Grants (P30),
and Clinical Trials Cooperative Group (U10) applications, the NCI DEA
uses a two-tiered peer-evaluation process. For these applications, the first



tier of evaluation usually includes a site visit or other means of interaction
between the review panel members and the applicants. The site visit
provides an in-depth evaluation of each component of the application. A
site visit report is prepared, which includes the recommendations of the site
visitors. The second-tier evaluation is carried out by a chartered “parent”
Scientific Review Group, which assigns a priority score to the application
after evaluating the application and the site visit report.

For applications that cannot be reviewed by an SRG or chartered NCI
review committee due to conflict of interest or lack of expertise, a Special
Emphasis Panel (SEP) (formerly Special Review Committee) is assembled
to conduct the review. NCI Requests for Applications (RFAs) and Program
Announcements Reviewed in an Institute (PARs) are usually evaluated by
NCI SEPs. The composition of the panel is determined by the expertise
needed to evaluate the submitted grant applications.

Figure 10 below illustrates a representative timeline for SRG review of
applications. There are three review cycles, or “rounds,” annually. In each
review cycle, a CSR Scientific Review Group may review between 50 and 100
grant applications. The review cycle has been shortened for applications
involving Acquired Immune Deficiency Syndrome (AIDS) research and for
applications in the Small Business Innovation Research (SBIR) and Small
Business Technology Transfer (STTR) Programs.

FIGURE 10 SRG Review and Evaluation for Scientific Merit
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Scientific Review Administrators (SRAs)

Each Scientific Review Group (SRG) is organized and managed by a
Scientific Review Administrator (SRA), the NIH staff scientist who serves as
the Designated Federal Official (DFO) responsible for ensuring that grant
applications are evaluated in an impartial environment.
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The SRA’s major responsibilities include:

e Identifying what scientific and technical information is contained in the
application and assigning individual reviewers to evaluate the contents.

* Managing SRG meetings.

e Nominating study section members.

e Selecting reviewers and site visitors to serve on the committee.

e Providing orientation for members of review groups.

e Explaining and interpreting NIH review policies and procedures.
* Managing projects site visits and subsequent SRG meetings.

e Preparing summary statements documenting the review outcome and
SRG recommendations.

¢ Attending advisory board or council meetings to provide requested
information in support of the SRG’s recommendations.

e Communicating with program staff on review issues.
e Discussing review issues and policies with applicants.

SRAsdonothave continuing programmatic, scientific, or fiscal responsibilities
for the applications after the scientific peer review is completed.

Project Site Visits

The purpose of a project site visit is to allow the reviewers an opportunity
to gather information not available in the written application in order to
evaluate its merit. The Scientific Review Administrator (SRA) assembles a
project site visit team of reviewers whose number varies with the complexity
of the program being evaluated. Site visits enable reviewers to meet with
the Principal Investigator and other researchers, view the facilities, and
raise questions or discuss objectives. The NCI Program Director generally
participates in these visits to provide program information, if needed,
and to gain a better understanding of the project and the reviewers’
recommendations. In some cases, the SRA, Program Director, or Grants
Management Officer may request that a Grants Management Specialist
take part in the site visit to provide business and administrative expertise.
Following the site visit, reports based on the site visit team'’s observations
and findings are prepared for presentation at the parent Scientific Review
Group meeting.

Approximately 1 percent of the research grant applications reviewed by
CSR require a project site visit before the study section can complete its
assessment. This action may require deferral of the review to the next review
cycle. Large, complex applications evaluated by NCI, such as those for Cancer
Center Support, Program Projects, and Clinical Trials Cooperative Groups,
routinely require a project site visit by a team of 10 to 30 expert consultants,
as well as several members from the appropriate NCI “parent” committee.
The composition of the team depends on the number of individual program
components and disciplines involved.



Scientific Review Group Meetings (SRGs)

Scientific Review Groups (SRGs) meet 1 to 3 months before each meeting
of the National Cancer Advisory Board (NCAB). NCI Program Directors and
Grants Management Specialists may be present as observers at the meetings
but do not participate in the discussion or vote. Before every meeting, each
reviewer is assigned several applications that fall into his/her field of special
competence to examine, evaluate, and summarize. The reviewer makes
an initial recommendation to the review group about the merit of each
application. For applications that require a site visit, two or more members
of the site visit team, usually IRG members, will summarize their findings
and recommendations for the full parent committee (e.g., proposed budget
and project period).

Applications are evaluated for:

e Significance: Does this study address an important problem? If the aims
of the application are achieved, how will scientific knowledge or clinical
practice be advanced? What will be the effect of these studies on the
concepts, methods, technologies, treatments, services, or preventative
interventions that drive this field?

e Approach: Are the conceptual or clinical framework, design, methods,
and analyses adequately developed, well integrated, well reasoned, and
appropriate to the aims of the project? Does the applicant acknowledge
potential problem areas and consider alternative tactics?

e Innovation: Is the project original and innovative? For example:
does the project challenge existing paradigms or clinical practice or
address an innovative hypothesis or critical barrier to progress in the
field? Does the project develop or employ novel concepts, approaches,
methodologies, tools, or technologies for this area?

e Investigators: Are the investigators appropriately trained and well
suited to carry out this work? Is the work proposed appropriate to the
experience level of the Principal Investigator and other researchers? Does
the investigative team bring complementary and integrated expertise to
the project (if applicable)?

e Environment: Does the scientific environment in which the work will
be done contribute to the probability of success? Do the proposed
studies benefit from unique features of the scientific environment or
subject populations or employ useful collaborative arrangements? Is
there evidence of institutional support?

In addition to the above criteria, and in accordance with NIH policy, all
applications will also be reviewed with respect to the following:

e The adequacy of plans to include women, children, minorities, and
their subgroups as appropriate for the scientific goals of the research.
Plans for the recruitment and retention of subjects are also evaluated.

e The reasonableness and duration of the proposed budget in relation to
the proposed research.
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e The adequacy of the proposed protection for humans, animals, and/or
the environment to the extent that they may be adversely affected by
the project proposed in the application.

e Responsiveness to any specific criteria set forth in announcements or
requests (e.g., Requests for Applications [RFAs]).

At present, the review committee may make one of the following
recommendations regarding scoring an application:

e Scoring: Applications that are judged to have significant and substantial
merit are assigned a priority score. The NIH uses a scale of 1.0 (highest
merit) to 5.0 (lowest merit) to score applications during the initial or first
level of the scientific review process. Those applications that score in the
upper half (1.0 to 3.0) with respect to scientific merit are recommended
for the second level of peer review (Advisory Council/Board) by the
SRG.

e Not Scoring: Applications that are considered to be in the lower half
are designated as unscored and are not given a numerical score. These
applications are not discussed in the review meeting. Not scoring an
application requires unanimous consent.

¢ Not Recommended for Further Consideration (NRFC): Applications that
lack significant and substantial merit or have serious ethical problems
in the protection of human subjects from research risks or in the use
of vertebrate animals are designated Not Recommended for Further
Consideration (NRFC). Applications designated as NRFC do not proceed
to the second level of peer review (Advisory Councils/Boards) because
they cannot be funded.

e Deferral (DF): Applications may be deferred if additional information is
needed to make a definitive recommendation.

All SRG members who participate in person or by teleconference,
videoconference, or virtual meeting (as members of an Internet-assisted
meeting) in the evaluation of an application may vote and score the
applications. (SRG members with a conflict of interest may not participate
in the discussion of an application and may not vote on or score the
application for which the conflict exists).

Priority Scores

To determine the priority score, each SRG member assigns a numerical
rating that reflects the reviewer’s assessment of the overall impact the
project could have on the field. This assessment is based on consideration
of the five review criteria (significance, approach, innovation, investigators,
and environment), with the emphasis on each criterion varying from one
application to another, depending on the nature of the application and
its relative strengths. The numerical ratings range from 1.0 (best) to 5.0
(worst), with increments of 0.1. A score of 3.0 is the midpoint score; the
range of scores from 1.0 to 3.0 represents the upper half of the applications,
while applications with scores greater than 3.0 represent the lower half.



After the review meeting, the SRA averages the individual reviewers’ ratings
for each scored application and multiplies by 100 to provide a three-digit
number that is the priority score. Generally, 4 to 5 months will have
elapsed since the Principal Investigator submitted the application (see
Figure 10, p. 47).

Percentile Rank

In addition to a priority score, most applications reviewed by the CSR
receive a percentile rank. The conversion of priority scores to percentile
rankings (along a 100.0 percentile band) is based on scores assigned to
applications reviewed during the current plus the past two review rounds.
Applications reviewed by a standing study section are ranked against all
applications reviewed by that same study section over the three consecutive
rounds. Applications reviewed by NCI review groups receive priority scores
only, and percentile ranks are not calculated for these applications.

The overall intent of percentile ranking (or “percentiling”) is to improve
the comparability of scored applications across SRGs and to minimize the
impact of round-to-round quality variation. The percentile/priority score
is the primary indicator of relative scientific merit when applications are
being considered for funding within an Institute.

Summary Statements

During the 6 to 8 weeks after each SRG meeting, the Scientific Review
Administrator (SRA) prepares summary statements reflecting the judgment
of the reviewers (see Exhibit B, p. 117). The summary statement includes
a concise statement of the proposed research and an evaluation of its
merit. Summary statements of scored applications contain a priority score
and, where applicable, a percentile. They also include Committee Budget
Recommendations, which may indicate budget items recomended by the
reviewers for reduction or elimination, as well as a recommendation for
duration of support. Projects may be recommended for support for up to
5 years.

Early Notification to Applicant

Once the priority scores and percentiles are calculated by the SRA, a
transmittal (and final) notification letter is sent to the Principal Investigator
(PI) by the Program Director. The PI may obtain an electronic copy of
his/her summary statement through the NIH eRA Commons (https://
commons.era.nih.gov/commons/).

However, due to the presence of confidential information pertaining to
the PI, the grantee’s business official does not have direct access to the
summary statement. The grantee business official is, however, sent a copy
of the notification letter.
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National Cancer Advisory Board

The second level of the dual peer-review system is the NCI's principal
advisory body, the National Cancer Advisory Board (NCAB). The NCAB
members are appointed by the President. Scientific experts and advocates
on the NCAB advise the NCI Director on issues related to all aspects of the
National Cancer Program (see the National Cancer Act of 1971) and provide
a second level of review for NCI grant applications.

The NCAB is responsible for the final external review of all grant applications
referred to the NCI except for the following:

e Those domestic applications requesting $50,000 (or less) in direct costs
per year (without human subject, animal welfare, minority/gender/
children, or biohazard concerns).

e Individual fellowship applications.
e Applications with percentiles in the bottom half of those reviewed by CSR.
e Applications not recommended for further consideration.

The NCAB'’s responsibility is to evaluate all grant applications in relation
to the needs of the NCI and the priorities of the National Cancer Program.
It also recommends support of meritorious projects to the NCI Director. In
addition, the NCAB advises the Director with regard to the National Cancer
Program as a whole.

Legislative Authority

On January 4, 1973, in accordance with the Federal Advisory Committee
Act (P.L. 92-463), the Secretary of the Department of Health, Education,
and Welfare chartered the NCAB. The NCAB’s mandate is continuous, and
the Board is rechartered every 2 years.

The National Cancer Act of 1971 (P.L. 92-218) and the Health Research
Extension Act of 1985 (P.L. 99-158) specify that two-thirds of the NCAB
members be appointed from among the leading representatives of the
health and scientific disciplines relevant to cancer. The remaining one-
third of the members shall be appointed from the public and include
leaders in the fields of public policy, law, health policy, economics, and
management.

Composition
The NCAB is composed of 18 members, who—by virtue of their training,
experience, and background—are especially qualified to evaluate the
programs of the NCI. These members serve overlapping terms of 6 years.
The President also designates one of the appointed members to serve as
Chair for a term of 2 years.
Ex officio members of the Board include the:

e Secretary of HHS.

e Director of the Office of Science and Technology Policy.

e Director of the NIH.



e Chief Medical Director of the Department of Veterans Affairs.

e Director of the National Institute of Environmental Health Sciences.
e Secretary of Labor.

e Commissioner of the Food and Drug Administration.

e Administrator of the Environmental Protection Agency.

e Chair of the Consumer Product Safety Commission.

e Assistant Secretary of Defense for Health Affairs.

e Director of the National Institute for Occupational Safety and Health.
e Director of the Office of Science, Department of Energy.

Pre-NCAB Meetings

Approximately 2 weeks before a meeting of the NCAB, the Executive
Secretary calls a meeting with NCI staff members to discuss and review the
materials that are to be presented to the NCAB in closed session. The closed-
session materials are compiled in the Special Actions Booklet prepared by the
Division of Extramural Activities (DEA) staff from the material provided by
NCI program staff. The Special Actions Booklet identifies applications with:

e Concerns with respect to human subjects, animal welfare, gender/
minority/children, or biohazards.

e Foreign applications.
e All appeals.

e Recommendations for MERIT (Method to Extend Research in Time)
award nominations and extensions.

e Other staff recommendations.

e Any special information that needs to be brought to the attention of
the NCAB.

In addition, special issues related to the pending NCAB meeting are
brought to the attention of the program staff.

NCAB Meetings

The NCAB meets at the call of the NCI Director or the Board Chair no
fewer than four times a year, and the meetings usually last 2 days. Meetings
of the NCAB that are scheduled for January/February, May/June, and
September/October include application review. The November/December
NCAB meeting is reserved for review of NCI programs.

NCAB meetings are open to the public when general program
activities and plans are discussed. By HHS regulation, scheduled NCAB
meeting dates are published well ahead of time in the Federal Register
(http://www.gpoaccess.gov/fr/index.html). Attendance at the closed
grant application review sessions is limited to NCAB members, SRAs,
the NCI Director, appropriate NCI staff, and designated representatives
of the Secretary, HHS. SRAs and appropriate NCI staff members attend
NCAB meetings to provide, when necessary, specific details or additional
information on projects under discussion by the NCAB.
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Approximately 6 to 8 weeks before the NCAB meeting, summary statements
within the competitive range for applications to be reviewed at the upcoming
meeting are made available to all NCAB members via the NIH Electronic
Council Book. NCAB members are not given access to summary statements
from their own institutions. By the time the NCAB meets, approximately
1,500 summary statements, as well as other relevant materials about the
applications, will have been made available to the NCAB.

Furthermore, the NCI's Division of Extramural Activities prepares and
distributes special reports for review by the NCAB that detail grant
applications involving human subjects, animal welfare, biohazard
risks, foreign grants, and inadequate representation/justification of
gender/minorities/children. In addition to these special reports, NCAB
members also receive MERIT (Method to Extend Research in Time) award
nominations and extensions, as well as appeal letters from PIs who disagree
with the SRG’s recommendation(s).

If an NCAB member has a question about an application or thinks that
additional information would be helpful, he/she is encouraged to contact
the assigned NCI Program Director. Most of the NCAB members’ concerns
are resolved through correspondence with the Program Director. If not,
they are discussed during the closed session of the NCAB meeting.

During the closed session, the NCAB acts on all applications brought
before it. Some applications are reviewed and discussed on an individual
basis. For example, applications may be brought to the NCAB’s attention
by NCI program staff concerned with some aspect of the SRG review, such
as the recommended funding level, period of support, or the percentile/
priority score assigned. NCAB members themselves may bring up other
applications for discussion. The NCAB’s options are discussed in the
following paragraphs.

Expedited NCAB Review

An expedited NCAB approval process is used for percentiled RO1s reviewed
by CSR and for all R21s, except:

e Those applications submitted in response to an RFA or PA with a set-
aside.

e Applications with foreign institution involvement.

e Applications whose summary statement expresses concerns with
regard to human subjects, animal welfare, biohazards, or inadequate
representation/justification of gender/minorities/children.

The NCAB members approve grant applications using the NIH Electronic
Council Book. A notification letter is then sent by the Grants Administration
Branch notifying the PI of the NCAB approval and plans for expedited
funding.



Recommendations

In most cases, the NCAB concurs with the SRG’s recommendations.
However, the NCAB may vote to change the SRG recommendations in the
following ways:

e If the NCAB disagrees with an initial review based on scientific or
technical merit, action is deferred. The application is returned for a
re-review by the same or a different SRG. If, after deferral and a second
review, the NCAB still wishes to change the recommendation, it may do
SO.
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e The NCAB may recommend that an application be considered for
exception funding, in which case the application need not be returned
to the IRG for an additional review.

e The NCAB may recommend that an application receiving a favorable
recommendation in initial review not be considered for support for
reasons other than lack of scientific or technical merit.

e In the case of a split vote from the SRG, the NCAB may accept the
minority opinion without returning the application for further review.

In all cases of nonconcurrence with SRG recommendations, the NCAB must
communicate its rationale for questioning or disagreeing with the decision
to the SRA of the IRG within 10 working days after the NCAB meeting.

Once it has acted on those applications given special attention, the NCAB
considers a motion for en bloc concurrence with the SRGs’ recommendations
as presented in the summary statements. NCAB members do not attend
discussions or vote on applications from their own institutions or affiliated
institutions and are required to sign conflict-of-interest statements. This
allows them to participate in the en bloc concurrence without risking a
conflict of interest.

In special circumstances, the second level of review is completed using
the mail ballot process, whereby summary statements are forwarded to the
NCAB members and they communicate concurrence or nonconcurrence.
Conflict-of-interest guidelines are maintained during this process.

Post-NCAB Meetings

After each NCAB meeting, NCI staff members meet to discuss and review the
NCAB’s recommendations. Applicants who will be funded are subsequently
notified at the time of the award negotiation. Ideally, approximately 8 to
9 months will have elapsed since the Principal Investigator submitted the
application (see Figure 11 on the following page).

Appeals to Referral and Review of Applications

Effective with the applications submitted beginning with the June 1997
NCAB, the NIH abolished appeal of review actions beyond the Institute level.
Once an appeal has been sent to the NCAB, there is no further administrative
mechanism of redress offered to applicants who are unhappy with the
outcome of their review other than to submit an amended application.




FIGURE 11 NCAB Review and NCI Funding Determinations
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I NCI FUNDING DETERMINATIONS

Funding Decisions

Around October 1, the beginning of a new Federal fiscal year, the NCI
Executive Committee discusses program priorities and preliminary funding
allocations for the coming fiscal year. In order to determine the program
allocations, the following considerations are taken into account:

e Congressional mandates

e New scientific opportunities

e New initiatives

e Program priorities

e Previous commitments, such as noncompeting continuations
e Other projected needs

e Anticipated availability of funds

Final allocations and funding decisions cannot be made until the actual
amount of the appropriation is known.

Generally, the NCI Executive Committee meets in October/November to
establish funding policy for grant applications submitted for the year’s
first funding cycle, which begins with the September/October meeting of
the NCAB. If Congress has passed an appropriations bill by this time, the
funding policy for the entire year may be established.

When establishing paylines for the year, the NCI allocates funds available
for competing grants among the three funding cycles. Thus, applicants with
the same priority score or percentile ranking are normally paid regardless
of the cycle in which they competed. The funding policy is reconsidered at
least two more times during the year to coincide with the NCAB’s schedule
of grant review cycles.

Grant applications are grouped by mechanism for funding through one of
two processes: (1) a mechanism that is used solely by one Division (training
grants, for example) will have a separate budget within the Division. The



Division Director is responsible for establishing an annual funding plan
for Division-controlled programs; and (2) mechanisms that are common to
more than one Division (traditional research grants [RO1], program project
grants [PO1], etc.), which compete for funds from a common budget “pool.”
The selection of applications to be funded from pool funds is discussed in
the next section. An example of the distribution of NCI fiscal resources is
found in Figures 12 and 12a (pp. 58 and 59), which display budget spending
by funding mechanism for FY2004.

Funding Selections

Immediately following a meeting of the NCAB, NCI Program Directors are
provided with an electronic “ranking list” of competing applications in their
program areas to review for payment and to verify the program assignment.
The approved grant applications are ranked in percentile or priority score
order from most to least meritorious. Those percentiles or priority scores that
fall within the payline move forward towards being funded. The payline is
a virtual line that separates the applications that will be paid in rank order
and those which may be selected based on programmatic relevance.

NCI Program Directors are also advised of the dollars available for each
particular group of applications. Generally, Program Directors select grants
for payment in straight priority or percentile score order. However, they
may skip one or more applications that already receive support from
other sources or for programmatic reasons and use the “saved” monies to
fund applications that may be important to the program’s objectives but
fall outside the payline. However, NCI Executive Committee approval is
required to skip an application.

Additionally, approximately 8 to 10 percent of the competing budget is
set aside for each round to fund exceptions. Four times a year (once for
each round and a final time at the end of the year), the NCI Executive
Committee meets to consider recommendations from NCI program staff to
pay Research Project Grant (RPG) applications that are outside the paylines.
Also, each Division Director has discretionary authority to select RPGs for
payment as exceptions within a budget and parameters established by the
NCI Executive Committee.

After review and discussion with the NCI Division Director, the NCI Program
Director indicates on the ranking list the applications selected for funding.
After the ranking list is signed by the Program Director, the Division
Director, the Chief of the Extramural Financial Data Branch or designee, and
the Grants Management Officer, it becomes an authorization (paylist) (see
Exhibit C, p. 120). The Grants Management Officer and grants management
staff use this paylist as the authority to complete the administrative review,
negotiation, and award process.

A summarized general description of the three-step funding allocation
process for research project grants, as well as a practical example of a funding
allocation, is provided in Chapter 2 (p. 27) of this publication.
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GRANTS
86%

MECHANISM

Contracts:

R&D Contracts
Interagency Agreements
Cancer Control Contracts

Construction Contracts

CONTRACTS
14%

AMOUNT

$298,828
79,103
136,671
0

FIGURE 12 NCI FY2004 Extramural Funds (dollars in thousands)

% OF TOTAL

8.1%
21%
3.7%

0%

Subtotal, Contracts

Grants:

Research Project Grants
Cancer Centers/SPOREs

Training Activities
Other Research Grants

Cancer Control Grants

Construction Grants

514,602

$2,161,359
409,288
66,264
314,916
219,965

0

14%

58.6%
11.1%
1.8%
8.5%
6.0%
0%

Subtotal, Grants

3,171,792

86%

Total Extramural Funds 3,686,394
Total Intramural/RMS/Control In-House 1,037,499
*TOTAL NCI $4,723,893




FIGURE 12a NCI Obligations by Mechanism FY2004 (dollars in thousands)
RESEARCH GRANTS AMOUNT % OF TOTAL

Research Project Grants:
Traditional Research Grants (RO1) $1,277187 27.0%
Program Projects (PO1) 344,491 7.3%
FIRST Awards (R29) 53 0.0%
MERIT Awards 37,888 0.8%
RFAs (RO1,R03,R21,U01,U19) 168,538 3.6%
Cooperative Agreements (U01/U19) 31,376 0.7%
Exploratory Grants - Phase | (R21) 77,968 1.7%
Exploratory Grants - Phase 11 (R33) 42,931 0.9%
Small Grants (R03) 18,067 0.4%
AREA Grants (R15) 4,560 0.1%
Shannon Awards (R55) 0.0%
Program Evaluation 58,721 1.2%
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Subtotal, RFGPOOl 2,061,780  43.6%
SBIR/STTR Grants (R41,R42,R43,R44) 99,579 2.1%
Subtotal, Research Project Grants (RPGs) 2,161,359 45.8%

Centers and SPOREs:
Cancer Centers Grants (P30,P20) 245,761 5.2%
SPOREs (P50,P20) 149,366 3.2%
Center Cooperative Agreements (U54) 14,161 0.3%
Subtotal, Centers 409,288 8.7%

Other Research:

Career Program:
Temin & Minority Mentored Career Dev. (KO1) 15,770 0.3%
Estab. Invest. Award in CA Prevent. & Control (K0O5) 2,396 0.1%
Preventive Oncology Awards (K07) 11,393 0.2%
Mentored Clinical Scientist Development (K08) 17,243 0.4%
Mentored Clinical Oncology Awards (K12) 8,791 0.2%
Transitional Career Development (K22) 5,333 0.1%
Mentored POR Career Development (K24) 7,91 0.2%
Mid-Career Invest. & Patient Oriented Research (K24) 3,061 0.1%
Mentored Quantitative Research Career Dev. (R25) 712 0.0%
Institutional Curriculum Awards (K13) 1,597 0.0%
Subtotal, Career Program 74,207 1.6%
Cancer Education Program (R25) 32,214 0.7%
Clinical Cooperative Groups (U10) 154,357 3.3%
Minority Biomedical Support (S06) 3,853 0.1%
Scientific Evaluation (U09) 10,240 0.2%
Continuing Education (T15) 344 0.0%
Research Resource Grants (R24,U24) 26,572 0.6%
Exploratory Cooperative Agreements (U56) 11,331 0.2%
Conference Grants (R13) 1,798 0.0%
Subtotal, Other Research Grants 314,916 6.7%
Subtotal, Research Grants 2,885,563 61.1%
Ruth Kirschstein-NRSA Training (F31,F32,F33,132, & T36) 66,264 1.4%
Cancer Control Grants 219,965 4.7%
Construction Grants (C06) 0 0.0%
Subtotal, All Grants 3,171,792 67.1%
R&D Contracts: 358,248 7.6%
SBIR Contracts 3,321 0.1%
Subtotal, Contracts 361,569 7.7%
Intramural Research Program: 589,597 12.5%
NIH Management Fund 119,342 2.5%
Subtotal, Intramural Research 708,939 15.0%
RMS: 151,545 3.2%
NIH Management Fund 20,033 0.4%
Subtotal, RMS 171,578 3.6%
Cancer Prevention & Cancer Control Contracis: 153,033 3.2%
In-House 145,316 3.1%
NIH Management Fund 11,666 0.2%
Subtotal, Prevention and Control 310,015 6.6%
*Total NCI 4,723,893 100.0%

“EXCLUDES projecis awarded with Stamp Out Breast Cancer funds.




I AWARD NEGOTIATION AND ISSUANCE

Role and Responsibilities of NCI Program Directors

The NCI currently has more than 200 extramural Program Directors, each
of whom is assigned responsibility for a certain programmatic and scientific
approach to cancer research (see Figure 13 on the following page). For
example, there are Program Directors for chemical carcinogenesis, tumor
biology, biochemistry and pharmacology, immunology, radiation, clinical
oncology, cancer prevention, and other areas.

The Program Director is responsible for the programmatic and scientific
aspects of his/her portfolio, including:

e Providing leadership